[Pharmacokinetics of zotepine and various factors affecting that of zotepine].
The single dose kinetics of zotepine, and effects of smoking and cytochrome P450 2C19 (CYP2C19) on the kinetics, together with pharmacokinetic interaction between zotepine and diazepam were investigated. 1) The pharmacokinetics of zotepine was investigated in 14 healthy volunteers, and was compared between 7 extensive metabolizers (EM) and 7 poor metabolizers (PM) of CYP2C19 or between 8 smokers (S) and 6 non-smokers (NS). 2) In 17 patients treated with zotepine alone, intraindividual changes in the plasma concentrations of zotepine before and after coadministration of diazepam were examined. The time of the maximal plasma concentration and the elimination half-life of zotepine in 14 volunteers were about 4 hours and 21 hours, respectively, which were found to be much longer than previously reported data. There were no significant differences in the pharmacokinetic parameters between the EM and PM groups or between the S and NS groups. The plasma concentrations of zotepine were significantly increased after coadministration of diazepam. Consequently, it is suggested that smoking does not affect the pharmacokinetics and metabolism of zotepine, and that the metabolism of zotepine is not mediated by CYP2C19. Elevation in the plasma concentrations of zotepine after coadministration of diazepam may be caused by the inhibitory effect of diazepam on zotepine metabolism. As a plausible explanation for this, the metabolism of zotepine and diazepam may be commonly mediated not by CYP2C19 but by cytochrome P450 3A4, and the pharmacokinetic interactions may result from competitive inhibition between these two drugs.